and 9.8 letters for bevacizumab. Fewer injections were administered over the 2 years in the aflibercept group than in the ranibizumab and bevacizumab groups (mean of 10 vs 11.8 and 11.5, respectively). It should also be noted that the rates of more than three lines of VA improvement were similar in all groups (47%, 52% and 45% for ranibizumab, aflibercept and bevacizumab, respectively), and that no differences in safety were noted between groups. Specific comparisons using intention-to-treat adjusted mean BCVA difference showed that aflibercept demonstrated non-inferiority compared to ranibizumab, but that bevacizumab was not non-inferior to either ranibizumab or aflibercept.
Although these results did not demonstrate that bevacizumab is significantly worse for the treatment of CMO due to CRVO, they were inconclusive regarding the VA changes at 2 years, and raised the possibility that the choice of the initial anti-VEGF agent may determine the long-term outcomes of treatment.
Thus, we have somewhat different outcomes from two well-designed clinical trials, SCORE2 and LEAVO. This can be explained by significant differences between these two trials. First, the SCORE2 study was only 6 months long, while LEAVO was 2 years. The difference between drugs may manifest itself only after a longer time interval. Second, patients received monthly injections in SCORE2, while in LEAVO after the first four injections monitoring was every 4-8 weeks and re-injections were determined by specific criteria, and patients received injections in longer intervals in this study. Thus, in SCORE2 patients received more intensive therapy during the first 6 months. The difference between drugs maybe smaller is the drugs are used in a very intensive manner. Third, the SCORE2 study included patients with hemi-retinal vein occlusion (HRVO), which has a better prognosis, while LEAVO did not. Fourth, LEAVO included patients with better initial VA (upper limit of 78 letters compared to 73 in SCORE2), which may have caused a ceiling effect in the VA improvement.
In many countries, mostly due to economic reasons, bevacizumab is commonly used as the initial anti-VEGF agent for the treatment of CMO due to CRVO, and realworld results from recent tears have indicated good outcome [5, 6] . It is possible that with different monitoring and injection frequencies, the results would have been closer for all three anti-VEGF agents in the LEAVO trial. Still, it seems that for the regimen used in the LEAVO trial which is the most common regimen used, although good outcome was achieved with all three anti-VEGF drugs available today, the use of bevacizumab was not non-inferior to ranibizumab and aflibercept, a fact that needs to be considered when it is given as first line to our patients.
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